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(57) Abstract 

Compounds represented by general formula (I) or pharmacologically acceptable salts thereof; remedies for thrombocytopenia 
containing the same as the active ingredient; intermediates for the synthesis of the same; and a process for producing the same, wherein R 
represents -NHCHR, R 2 , -N(CHR, R 2 ) 2 , -N(CHR, R 2 )CHR 3 R* , -N* (CHR, R 2 h » -N* (CHR, R 2 ) 2 CHR 3 R4 or -N* (CHR, R 2 XCHRj 
R<)CHRjR« (whereinRi,R 2 ,R3,R4,R5 and R« represent each hydrogen, etc., or CHR, R 2 , CHR 3 R, orCHR 5 R 6 may form cyclic 
alkyl). 
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1,0 

XaS0i25CD<ft£-«5 0. 03 
0.1 

1.0 



5 
5 
5 
5 



5 
5 
5 
5 



5 
5 
5 

_5_ 
5 
5 

J_ 
5 
5 
5 
5 



8 
8 
8 
8 



8 
8 
8 
8 



8 
8 
8 

_8_ 
8 
8 

_8_ 
8 
8 
8 
8 



1015 
1263 
1623 
1338 



± 104 
± 99 
± 192 
± 236 



1015 
1490 
1765 
1313 



± 156 
± 108 
± 291 
± 293 



1057 

1154 

1325 

1498 

1050 ± 
1545 ± 
1513 
1000 ± 
1074 ± 
1506 ± 
1133 ± 



146 

138 

104 

192 

119 

294 

425 

82 

182 

209 

170 



Xtt*3 : 6- [3. 6-*h Ku*s,-3- (2-s;/W5;*fA, - 
10- + -4- c***,**^ _ x> 7 

Q-faKJ^j -5. 6-^KD-5-x^- 2H - t . 5> _2- t 

MA: 6- [10- CS-S^d^+s,****-^^ . >2?n/v4 .. >/u 
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-3. 6 -5>fc Ka + ->-3- (2-^>^7;yif*) - 4- (*X*/ 
-1. 7. 9-x*hUi-vU] -5. Ko-5-i*-;l/-2 
H-lf5>-2-*> 
3 2 0rag (0. 5mmol) ©6- [3- (2-7i;xf^) -10- 
5 (3-.>^o^+->;U*^!i?— yl/^- +■•>) > ^n's4-->;u- 3. Kn + 

•>-4- (*x*y*-+5') -1. 7. -5. 
D -5-if;l'-2H-t7>-2-t>^2 0 m 1 ©/• ^ y -/W-fgjg 0. 
4ml (5. OmM) ©**t»J> ( 3 5 %*;UAT>0/-r t K7k&!&) **Qx.fco 
C ©?§*£{::. *MTFx 6 3mg (1. OmM) ©TKSHfc^Ty 88&7" h U * A£ 
10 Jqx. % IS-C 3 0 5rPa«# Ufco SBES-MBES* UT?# btitSS* 10ml© 

frizmmv. t c 1 8izmm$it, 1 o om i ©7Kx*^s&. 50m 

i ©y. 9 j -^-csaiUfco y *y-/u&&@?r^3m3£j&LT*i£tt£ 320 

m g©8L£j!fc#l ; £'N i§ii&i£{*^ D7 h ^5 7-f - (Develosil Packed Column. 
SWt# (**) 9!L # 5 Ommx 3 0 Omm. : 0. 0 5% h 'i7^D 

&i&ik^ 5 Om i ©y ^y-;uT^£bL/^o y ^y-^&tiiS^a&iSl&BiL. 

1 7 0 m g (50%) ©SI5^«!I*^fco 

?XZ^n^(SIMS) :m/z = 6 6 8(M+H)% 69 0(M+Na)* 
20 'HNMR (CDaOD, 6") : 0. 95 (3H. t. J=7. 6Hz). 1.02-2.03 C23H. m). 2.26 
(2B.m). 2.52-2. 67 (2B.m). 2.86 (6B.s), 3.12 (lB.m). 3.28 (lB.m). 4.31 
(lH.m). 4.69 (lH,n). 4.94 (1H. m). 5.10 (lH.ni). 5.31 (IB. m). 5.45 (IB. o). 
5.95-6.19 (3B.m). 6.27 (2B.ui). 7.07 (IH.01) 
I§B : 6- [3. Kn^->-3- W-Vt+A'T ~ y i^/U) -1 

25 0- (3-tKo + ^->?D^i/A/) - 4- (*X*y*4F50 -1. 7. 9 
-f^h'Jxi;H -5. 6-^tKD-5-xf^-2H-f7>-2-t> 
5 Omg (0. 0 7mmo 1 ) © ±12X11 A"C^fi5t LtzitS®* 1 8ml ©0. 
05M KHiPO^NaOHgfiS (pH7. 0 ) 1 2 m 1 ©y * J -;UCjg 
«U 0, 5m 1 ©7*!ffREi35fexx-r 5 (3 0mg/3m 1 ) £A0 
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X.T3 I'CT—VkMto Ltz 0 UfcKCzg£«5£-tr.y7'<.y ? C 1 8 

1 0 m 1 07k-Cz5fe^'^. 1 0ml (DS ? ; -ji,X'®lhLtz 0 *9J 
-^rSifi®#£*f§£« U 3 9mg (100%) (omz<t£®zntz 0 
h;u (FAB-MS) :m/z=5 5 6 (M-H) - 
5 1 HNMR(CD,OD, 6) : 0. 96 (3H. t. J=7. 2Hz). 1. 02-2. 02 (14H. m). 2.28 
(1H, B ). 2.56 (2H. ffl ). 2.85 (6H. s). 3.11 (lH.nO. 3.28 (lH.m). 4.31 (1H. m). 
4.97 (1H.b), 5.10 (1H.D.). 5.30 (1H, a). 5.43 (lH.ni). 5.95-6.08 (3H.m). 6. 
25 (2B.ni). 7.08 (1H.id) 

XMC: 6- [3- (2-Ti J^TJls) -3. 6 - V t Kd*->- 1 0 - (3 
io -t Ko + ->^d^^) - 4- - l, 7. 9-y**b 

•Jjn^/U] -5, Kn-5-^f L /l/-2H-tf5>-2-^-> 

5 6mg (0. 0 9 mmo 1) ©6- [3- (2-T~ yjif-yU) -10- 
(3->?a/s*>/u#;U;f-:^/l/;i-*i/) i/^ n ^^->/l/- 3. 6-^tKn + 
f- 4- (*x*y *4^) - l. 7. 9-7^ h ijxiju] -5, 
15 D- 5 -x^-2H-f7>-2-t^ffli^ IiBCE«Lfc04B» 
O^S-C46mg (9 7%) V>UW.it&m$:&m. Lfz 0 

ISD: 6- C3. Ka + ->- 3 - (2 - +a,t I J x.m -1 

0- (3-t Kp^->>^a^->yu) -4- (***/**•» -1, 7. 9 
-f*h>Jxx;|,] -5. 6--^t Ku-5-xf^-2H-b'7 >-2-* > 
20 5 0mg (0. 09 mmo 1) OTMCQn^titzit^m^m^-^ IUAC 

&mLtzo£mn(Dxmx'3 omg (6 6%) ©^fe-ft^^^ Lfc 0 

mmm4 :6- C3- (2 — t>iS;\,T i /xf/i,) -3, 6-i^t Kn + y- 
10 - (3-t Kn + -/y;n^/A) -4- **•>) - 1. 7. 

9— f*h'jxx^] -5. 6-->'t Kn-5-xf;i,-2H-f7>-2-t 

9 0mg(0. 1 7 mmo 1 ) ®^J6W 3 cDXgCT'fi ^tifc-ft^i. 2 1 
mg (0. 2mmo I) ©^>X7^f t F^ffi^t, H$fe0l3©MAlcie«6 
b/i©tig«|©^T2 Omg (2 0%) V>Ut£.{t&mZM3kLtz 0 
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77^^ hi/ (FAB-MS) :m/z = 618 (M-H) - 
'HNMR (CD3OD. 6) : 0. 94 (3H. t. J=7. 2Hz). 1.02-2.00 (13H. m). 2.26 
(1H.d). 2.55 (2H.m). 3.08 (lH.in). 3.17 (1H. m), 3.54 (1H. m). 4.18 (2H.m). 
4.31 ClH.ni). 4.95 (1H. m). 5.07 (IB. m). 5.31 (lH.m). 5.44 (lH.m). 5.92-6. 
5 03 (3H.n>). 6.26 (2H. m). 7.09 (lH.m). 7.47 (5H. id) 

mmm5 : 6 - C3. 6-fbKo + ->-lO- (3-t Kd + 5/->^d^-> 
/U) -3- -4- -l. 7. 

9- 7^7-7 h 'J i^/u] -5, KD-5-if^-2H-t*7 >- 2 
10 > 

90mg (0. llmmo I) (Dnnm3<DJLmCX'mt>titz1t£r®liz^ 2 6 
mg (0. 2mmo I) <0* 9 tVUT/U-t b K^ffll^, HifefiJ 3 ©IgACE 
*Lfc<D£|SI*CD^ftT5 Omg (46%) ©«Efl:^«J*«« Lfc 0 
(FAB-MS) :m/z = 64 0 (M-H) " 
15 'HNMR (CDjOD. 5) : 0. 94 (3H. n»). 0.98 (3H.m). 1. 02-2. 00 (25H. ■). 
2.21 (1H.B). 2.56 (2H.ni). 2.96 (2H.m). 3.04 (1H. m). 3.12 (1H. m). 3.54 
(1H, m), 4.31 (1H.b). 4.95 (1H.cj). 5.10 (1H.id). 5.30 (lH.m). 5.43 (lH.ni). 
5. 94-6. 08 (3H. m). 6. 26 (2H. ■). 7. 09 (1H. m) 

20 nmms stmm 

nmm3iz£->Tnz>tifift&®i (4 g) v-^ (5 o g) 

^>ji^u>r'j3-/u40 0^30% (w/w) stsmmmms* doom 

25 HSg^l7 : 6- C3- (2-^if-/UT i y i^>U) - 3. 6-^t Kn*->- 

10- (3-tKo + i/i/^n^-/;l/) - 4- (t>x*y + -» - l. 7. 9 
-f^hijxz;!/] -5. 6-^h KD-5-if/l/-2H-h'7>-2-t> 

16 Omg (0.3 0mmol) 3 ©ISC Ti#£ ft jtft 4 

0^1 (0. 7 3mmo 1 ) ©T-tr hT/U-r t K£ffl^TH«E0tJ 3 ©IMAKIE 
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*LfcOtEI«|©^ft-c3 5m g (2 0%) ©*E*l:£«j£M£ Lfco 
7X^n^(FAB-MS) :m/z=5 8 6 [M+H]* 
1 HNMR (C D 3 OD. 6) : 0. 97 (3H. t. J-7. 4Hz). 1. 00-2. 00 (19H. ■). 2.27 
(lH.in). 2.55 (2H.ni), 3.07 (1H.B). 3.21 (5H. m). 3.54 (lH.m). 4.31 (lH.m). 
5 4.94 OH. a). 5.11 (lH.m). 5.31 (lH.m), 5.44 (1H. m). 5.97-6.03 (3H. m). 6. 
24 (2H.m). 7.08 (1H. m) 




nteM8 : 6- [3. 6-^tKo + ->-3 - (2-y/nh>7Jyx^) 
-10 - (3-h Kd + ->->^d^v;I/) -4- (***./*.>) -1. 7, 
10 9— r* h -5. 6 - V t Ko- 5 -i^/u- 2H- tf^ >- 2 

1 6 Omg (0.3 Ommo 1 ) ©^&m©IgCTi§£*ife{|; 6 
5/^1 (0. 9 lmmo 1 ) <D^o fc**T;U-r t K^ffl^TIIJgtf] 3 OXSAC 
ie«LA:©<!:|^«|©^iiT'7 6mg (4 1%) ©*ert:^«j*aaa! LA: 0 
15 TX^n/KFAB-MS) :m/ 2 = 6l4 [M-t-H] * 

•HNMR (CD3OD. <5) : 1.02 C9H. .). 1.10-2.00 (17H.m). 2.31 (lH.m). 
2.56 (2H.m). 3.09 (1H. m). 3.30 (5H.m). 3.54 (lH.m). 4.30 QH.nO. 4.94 
(1H.B). 5.10 (lH.m). 5.31 (lH.m). 5.44 (lH.ni). 5.97-6.03 (3H. m). 6.25 (2 
H.m). 7.07 (lH.m) 

20 

nMM9 : 6 - C3. Kn*->-l 0- (3-t Fd + ^>^^ 

10 -3- (2--fV7'Db-;Hiyi^) -4- (***y*->) -1. 7. 
9-fAMJx-;|,] -5. 6-^hKo-5-i^-2H-f5>-2-t 

25 1 6 Om g (0. 3 0 mmo 1 ) <&MMM3(ni:mCT'mz>titzit-&&}t^ 2 
7//1 (0. 3 6mmo 1 ) ©T-fe h >£^TIIJfe0|3©IflACie«Lfc© 
t^O^a-C4 0mg (2 3%) ©gtert:£#?£8i!i6Lfco 
TX^n^(FAB-MS) :m/z = 572 [M+H] * 
1 HNMR (CD3OD. 5) : 0. 96 (3H. t. J=7. 4H2). 1. 00-2. 00 (20H. m). 2.22 



22 



WO 97/14704 



PCT/JP96/03008 



(lH.ni). 2.56 (2H.m). 3.07(lH.m). 3. 13(lH.ni). 3.55 (1H. ■). 4. 31 (lH.m), 4.9 
4(1H. a). 5. 09 (lH.m).5. 31 (1H. ■). 5. 44C1H. ■). 5. 90-6. 03 (3H. n). 6. 25 (2H. ■). 
7.08 (ie.ii) 



-10- (3-tKD*^->?D^->;l/) -4- (***/*•» -1. 7. 

x.—J\s] -5. Kn-5-x^-2H-f5>-2-t 



160rag (0. 3 Ommo 1) ®mmm3 (DJimCX'mzntzlt&Vl 9 
10 6 fi I (0. 9 lmmo 1 ) ©/<u;U7/l/ft K£ffl(^THJfePJ3£>X:gA<rie 

nLti(Dtmm<D^mx'5 Zmg (2 6%) ©«se^t^«!i*«atbfco 

7X^niKFAB-MS) :m/z = 6 70 [M + H] * 
'HNMR (CD3OD. 5) : 0. 95 (9H. m). 1.00-2.10 (25H.m). 2.25 (1H. m). 
2.56 (IH.b). 3.09 (6H. m). 3.54 (lH.m). 4.30 (lH.m). 4.95 QH.m). 5.11 
15 (lH.m). 5.31 (lH.m). 5.44 (1H. ■). 5.90-6.10 (3H. m). 6.25 (2H, ■), 7.08 (1 
H.m) 

nmmi 1 : 6- C3. Kd^>- 10- (3- t Ko + J/->^o^ 

WU) -3- (2-^ f-AJrtTJl'T ^ J -x.^1/) -4- (*X*y*-» -1. 
20 7. 9-x* h >Ji-;l/] -5. Ko-5-xf;i,-2H-f7>-2 

160mg (0. 3 0mmo 1) OHS^I3©IICt'Ib*i^l:^i:, 5 
2ul (0. 3 3mmo 1 ) to* 9 * *7 for M K^ffl^TIUgWI 3 ©XH AK 

25 t^l/A7Afh KS&7 2b 1 (0. 9 0mmo 1) ^ffll^N-^f;WtL7 
Omg (3 5%) tonHUl&toZ&m. Ltz 0 

(FAB-MS) 1111/2 = 6 5 6 [M+H] * 
1 HNMR (CDsOD. <5) : 0. 94 (3H. m). 0.99 (3H. ■). 1.00-2.20 (25H, m). 
2.28 (1H.b). 2.56 (2B.ni). 2.82 (3B.s), 3.09 (4H.b). 3.54 (IH.b). 4.31 



5 USS^Jl 0 : 6- [3, 6--?fc Ko*->-3- (2-5^i 
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(Mm). 4.95 (lH.m). 5.10 (lH.m). 5.31 (1H. ■). 5.44 (1H. m). 6.00-6.20 (3 
H,b). 6.25 (2H.b). 7.08 (1H.b) 

HS£0>11 2: 6- [3. + (3-t Ko*->->^n^ 

5 i/A') -3 - (2-^>W;;xf;P) -4- -1, 7, 

9 --rrt h 'J -5. 6-^tKD-5-if^-2H-f7>-2-t 

16 0mg (0.3 0mmo 1) ©I»fI3©IiCT-ibtifc^«5i:> 3 
8^1 (0. 3 6mmo 1) ®/<U^7^ft K^ffl^tIWi3®IiAi:lS 
10 Jjg Lfz<D tnWX&'C 8 4 m g C 4 6 %) 0*E^fc^«f*«aS b7t 0 
7^7^? h^U (FAB— MS) :m/z=600 [M+H] * 
1 HNMR (CDjOD. <5) : 0. 95 (6H.m), 1.05-2.10 (19H. b). 2.22 (lH.m). 
2.56 (2H.a). 2.97 (2H.id). 3.09 QH.b). 3.15 (1H.b). 3.54 (1H. ■). 4.31 
(1H.B). 4.94 (IH.b), 5.10 (lH.ni). 5.31 (1H. b). 5.44 (1H. b). 5.90-6.20 (3 
15 H.b). 6.25 (2H.B). 7.08 (1H,b) 

mmmi 3 : 6- C3- (2-^n'<>f;l'7; y^^U) -3. K 
□ ^•>-10- (3 - k Ko + -> > ? u'v^WlO -4- (*X;fty 4^) — 1. 
7. 9-^77 h 'Jx- -5. 6 -S>fc Kn- 5 >- 2 
20 — ;T > 

1 6 Omg (0.3 Ommo 1 ) <Z>fg«E0J 3 ©XgC-Cff-itt/^ti^i:. 3 
(0. 3 6mmol) ©•>?D^>^/>4ffli»tX!t«30IIACC 
«UfcOtRS®^T'15 2mg (8 4%) ©8!fefl:£#i£5!{i£ L* 0 
77^n^(FAB-MS) :m/z = 598 [M + H] * 
25 'HNMR (CDjOD, 5) : 0. 96 (3H,b), 1.00-2.10 (21H.a), 2.21 (1H.b). 
2.57 (2H.b). 3.05 (1H.b). 3.14 (1H.b). 3.52 (2H.a). 4.30 (IH.b). 4.89 
(1H.b). 5.11 (IH.b). 5.31 (1H.b). 5.44 (IH.b). 5.90-6.20 (3H. b). 6.27 (2 
H.b), 7. 10 (1H.b) 
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mmmi 4 : 6- [3- (2-->?a'x*->^T$ ;if;w -3. k 

□*>-l0- (3- t >'p^>>^a^^->;u) -4- -1. 
7. 9--T77 h 'Jx-a] -5. Ko-5-^f^-2H-f7>-2 

5 1 6 Omg (0. 3 Ommo 1 ) a>nmmZ<^TMCX%^nfzit^mii. 3 
8/*l (0. 3 6mmo 1) ©^^o's+ty >^^Tlipi|3©IIAi:l5 
iSLfcOt^cD^T'l 4 6mg (7 9%) ©^left^^SSit Ltz 0 
7XX^^h;KFAB-MS) :m/z = 6l2 [M + H] * 
1 HNMR (CDsOD, 8) : 0. 96 (3H. t. J=7. 4Hz). 1.00-2.10 (23H. m). 2.21 

10 (1H.b). 2.56 (2H,m), 3.08 (2H.m). 3.15 (lH.nO. 3.54 (lH.m>. 4.30 OH. nO. 
4.97 (lH.m), 5.11 (lH.ni). 5.31 (1H. m). 5.43 (lH.m). 5.90-6.20 (3H. m). 6. 
27 (2H,m). 7.11 (1H. m) 

mmmi 5 : 6- [3. 6-*t Kn + ->-l 0- (3-t Ka + y->^D^ 
15 ->>P) - 3- (2->fM^7;;ifW - 4- (*X*y^->) — 1. 
7. h'JxiA/] -5. 6--^tKo-5-if^-2H-t7>-2 

1 0 Omg (0. 1 7mmo 1 ) (DUMM 1 2V®.t>tltz{t&Vl 2 0 u 1 
(0. 2 5mmo 1) © 3 5 HfrJUl^TfrT t Kfgf&S-fflt^TlOfef&l 3 OIIA 
20 KlEiSLfc©<hll&©?jirC'8 Omg (7 8%) cDUffHtt^^-SSit L*z 0 
h/U (FAB— MS) :m/z = 614 [M + H]* 
'HNMR (CD 3 OD. 5) : 0. 96 (6H. m). 1.00-2.10 (19B.m). 2.28 (lH.m). 
2.57 (2H.m). 2.83 (3H.s). 3.09 (3H. m). 3.31 (lH.m). 3.55 (lH.m). 4.31 
(lH.m). 4.95 (lH.m). 5.10 (lB.m). 5.32 (1H. ■). 5.43 (lH.m). 6.00-6.20 (3 
25 H.m). 6.27 (2H.ni). 7.09 (lH.ni) 

6: 6 - [3. 6-^th'n+->-10 - (3-b Kn + yy^n^ 

•>^) -3- (2-^>*>-3 --ou-t i ;xf^) -4- (*x*/*» 
-1. 7. 9 --r 77 h 'J -5. 6-^tKD-5-xf/l/-2H-f7 
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160mg (0. 3 Ortimo 1) ©S&teWl 2 V% z>iitz<t£®l£ . 3 7 u 1 
(0. 3 6mmo 1 ) CD3-^>^^ >&m^xnmm 3 AtcfSfS U^cD 
i0fO^t'14 1mg (7 8%) ®^!Ett:£#j£Sl!i£U*:o 
TXX^n^KFAB-MS) :m/z = 600 [M + H] * 
■HNMR (CD 3 OD, <5) : 0. 98 (9H.a). 1.00-2.10 (17H.m). 2.25 (lB.m), 
2.56 (2H.m), 3.02 (lH.m). 3.12 (2H.m), 3.54 (lH.m). 4.29 (lH.m). 4.96 
(lH.n). 5.11 (lH.m). 5.31 (lH.m), 5.43 (lH.m). 5.90-6.20 (3H.m), 6.27 (2 
H,m). 7.08 (lB.m) 

mmmi 7 • 6- [3, 6-5*fc Kd^>>-1 0- (3-t Ka^v">^o^ 

wi/> -3- (2-^^yynf;i/7;;i^) - 4- (*x*y^» 

-1. 7. 9-5**7 h'Ji-^] -5. 6-^tKn-5-x^-2H-f7 
> - 2 - 3~ > 

114mg (0.20mmol) ©HSfe^ 9 -cmt.n^'ft^i:. 5 0 # 1 
(0. 6 0mmo 1) © 3 5 J* *;UAT/W= t n§?££-ffl^T^S6e>l 3 OXgA 
{'ie«UfcCD<i:^©^&-e9 5mg (80%) ©SSiett^r^SiHt 

hJ\/ (FAB— MS) :m/z = 58 6 [M+H]* 
l HNMR (CD 3 OD. 5) : 0.95 (3H.t.J=7. 4Hz). 1. 00-1. 81 (17H. n). 1.24 

(3H. d. J=6. 6Hz). 1.26 (3H. d. J=6. 6H2). 2.41 (2H.m). 2.54 (2H. m). 2.67 (3H. 
s). 3.02 (lH.o). 3.16 (1H.B). 3.51 (2H.m). 4.27 (lH.m). 5.02 (1H.b). 5. 
08 (1H.i»). 5.27 C1H. m). 5.44 (lH.m). 5.94-6.13 (3H. m). 6,25 (2H. m). 7.06 

(1H. m) 

nmmi 8 : 6- C3- iZ-*J7**T Wx^) -3. Kn + -> 

— 10- (3 - t Ko*->->^ a's*- WU) - A- (^x^y + >) — 1. 7. 
9 h ij x.-Jl] -5. Kn-5-if/l'-2H-f7>-2-t 

13 0mg (0.2 5mmol) ©HlP]3©IiC-Clbfi/:Mis 7 
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2mg (1. Ommol) oyff-ArTJU-T t K*fflt*"Cfli60l 3 Oil AldlEiS 
Lfc©iHa©JiT8'0mg (5 0%) ©«IE*!:£«B£8!i6LA:o 
7XX^n;KFAB-MS) :m/z=6 4 2 [M+H] + 
1 HNMR (CDjOD. <5) : 0. 95 -1.02 (9H. n). 1.12-2.00 (28H. ■). 2.29 
5 (lH.m). 2.56 (2H.b). 3.11 (4H,m). 3.54 (lH.m). 4.30 (1H. m), 4.96 (IB. n). 
5.11 (lH.m), 5.31 (lH.m). 5.44 (lH.m). 5.97-6.10 (3H. m), 6.25 (2H.m). 7. 
08 (lH.m) 

mmmi 9 : 6- [3- [2- a. 3-^t kd+wvt'o v*tz 

io AO ] -3. Ka^>-1 0- (3-t Kn + i/>^o^s^->;U) -4 

- (***/*» -1. 7. g-fAh'Ji-^] -5. Ka-5- 
.x-^/U- 2 H— fcf 5 >— 2 

53rag (0. 1 Ommo 1 ) ©HSfe^I 3 ©xeCT-'ft^ti^-fb^tx 2 2 
mg (0. 1 2mmo 1 ) (Dift h'o*isT-b h > (^-f^r-) ^fflt^TfUfeFiJ 

15 3OIlAi:te«Lt®ii«lO^t'5 0mg (8 0%) ©SS5*t£-«l£-Kit 

TXX^^h;!/ (FAB-MS) :m/z = 6 0 4 [M+H]* 
'HNMR (CD 3 OD. £) : 0. 97 (3H, t. J=7. 4Hz). 1.00-2.00 (13H. m). 2.34 
(lH.m). 2.56 (2H.o). 3.25 (2H.m). 3.37 (IE m). 3.55 (1H. m). 3.72 (2H. ■). 
20 3.82 (2H.m), 4.31 (IE. b). 4.97 (lH.m). 5.11 (1H. ■). 5.31 (lH.m). 5.45 
(lH.m). 5.94-6.14 (3H.m). 6.27 (2H. m). 7.09 (lH.o) 

nmm2 o : 6- C3- (2-s>x*/— /ur $ ;xf;i/) -3. e-ftKo 

*->-10- O-hKn^/y^n^-/^) -4- (*X*y*» -1, 
25 7. 9--r*? h Ui-A] -5. 6-v ? tKo-5-xf;i/-2H-t , 7>-2 

160mg (0.30 mm o I ) ©HfleW 3 OIIC Til Zfttzit&Wt. 8 
7mg(0. 7 3mmo 1 ) ©fc h*a*->T-tr bTJU^h K£ffl(^THJtef&) 3 © 
XgAllietSU^Ot^^^^-Cl 8 2mg (9 8%) ©&§2<t:£i8j£§S!i6 L 
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(FAB-MS) :m/z = 618 [M + H] * 
1 HNMR (C D 3 0D. 6) : 1. 96 (3H. t. J=7. 4Hz). 1. 10-1. 94 (14H. «). 2.35 
(lH.m). 2.55 (2H.ni). 2.96 (2H. ■). 3.09 (2H.m). 3.19 (lH.m). 3.54 (IB. m), 
3.79 (4a.ni). 4.30 (lH.m). 5.01 (lH.m), 5.09 (IB. m). 5.29 (lH.m). 5.44 
(lH,m). 5.94-6.13 (3B.b). 6.25 (2H.n). 7.07 (1H. m) 

nmm2 1 : 6- C3. 6-->*t Kd + ->-10 - (3-t Kn + ->->^o^ 
->;i0 -4- (***,/*•» -3- C2- (1-fU A -f y~t*\*frT 

= / i*- ;!/)]- 1 , 7. 9 -7=^7 h U - 5. 6-?tKB-5-*f 
;u-2B-£-5 y-2-*y 

6 2mg (0. 1 2mmo l) ©HJfetfi 3 OIICTI t»n^^«5«h. 8 7 
mg (0. 5 1mmo 1) Ol-7t h-*f"J^A?n'J b'&m^XUm 
m3V>J-&AlZWZmi,fz<D£mm<DjjmT-3 0mg (3 9%) ©*Efl:^«l*« 

■r^^^^h^ (FAB-MS) :ra/z = 650 [M+H] 
1 HNMR (CDsOD, 5) : 0. 93 (3H.m).1.16 (3H.m). 1.00-1.91 (14H.m). 
2.53 (2H.m). 2.60-2.91 (3B.n>). 3.47 (lB.m), 4.16 (lB.m). 4.41 (IB. m). 4. 
64 (lB.m). 4.92 (1B.b). 5.04 (lB.m). 5.29 (1B.»). 5.41 (lB.m). 5.91 (2B. 
»). 6.00 (lB.m), 6.24 (2B.«). 7.07 (lB.m). 8.12 (2B.m). 8.59 (lB.m). 8.9 
3 (2B.b) 

mmm22 : 6- C3. 6-5^t Ko*->-l 0- (3-t Ko#->->?d^ 
-WU) -4- C*x*y*-» -3- (2-MI>W>*i*AifA) - 
1. 7. 9-f/Jh'JxiA/] -5. 6-ytKn-5-i^-2B-f7> 
- 2 

1 9 Omg (0. 3 4mmo 1 ) ©Hfflgfll Sxmzntzit&tot. 43M 
(0. 6 8 mm o I ) ©a *>Kc* f-**2 m 1 o-?^fWW i KC»*U 
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timtm'&mm&ISkL, 80mg (41%) .cDfcEft^ttfcSliftLfco 
7^^? h/U (FAB-MS) :m/z=5 7 2 [M+H] * 
1 HNMR (CD 3 OD. 5) : 0. 95 (3B. m). 1.00-1.98 (14H. ■). 2.25 (IB. m). 
5 2.56 (2B.m). 3.10(9fi.s), 3.54 (2B.m). 4.25 (1H.i). 5.08 (2H.m), 5.26 (IB. 
m). 5.42 (lH.m). 5.90-6.10 (3H.m). 6.25 (2B. ■). 7.08 (lH.m) 

nmm2 3 : 6- [3. 6-S?fc: Kd + ->-1 O- (3-tKo + y->^o^ 
•>yl/> -4- (*x*y*->) -3- (2-l>^WV€-'>ixf4/) - 
10 1. 7. 9 --r* h 'J i-yU] - 5. KD-5-xf^-2H-f5> 
- 2-5f> 

62mg (0. 12mmo 1) OHH?l3 0IiCt'flt»ti/:^«!Ii> 4 6 
Ml (0. 8 4mmo I ) <DBVit* ?-yH&fflt*T3SJ6« 2 2 CIS* LA:©<h|3j 
iO^ftt'4 0mg (5 8%) <DgSf5rt:^*§2i£L; , =o 



IHS^I2 4:6- C3- (2-TU^T i ;xf^ -3. 6 - ^ t Kn^y- 
10- (3-tFo^>i/^a^->;l/) -4- -1, 7. 9 

-T-ft h "J i^/U] -5. 6 -i? fc Kn-5-^-^^-2H-e^>-2-4-> 
87mg (0.16 mm o 1 ) ©f|;feW3cDIgC^?#£ftfc>ft^j<t:. 1 1 
20 ljttl (1. 2 8mmo 1 ) ©T U frrfu = K. 2 8 0 # 1 (1. 60mmol) 
(D^^vyD fcfyu^/t/T i>^8ml 9 J -JWZigm 5 0tJT4BMn 

mn Lti 0 shames* lt^ *> titzm^LVa^mm m& ? v 73-7 < - 

*U 6m g (7%) ©«fg<t£r«!J£3!!xiL/ro 
25 txx^^ h/U (FAB— MS) :m/2 = 570 [M+H]* 

'HNMR (CD3OD, 5) : 0. 95 (3H. m). 1.05-1.95 (13B.m). 2.26 (lB.n>). 
2.56 (2B.d). 3.06 (lB.m). 3.16 (lB.n). 3.15 (lH.m), 3.55 (lH.m). 3.63 
(2B.m). 4.31 (1H.d). 4.94 (lH.n). 5.10 (lH.m). 5.31 (lB.m). 5.42-5.54 (3 
H. m). 5. 87-6. 09 (4H. m). 6. 27 (2H, m). 7. 08 (1H. m) 
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nMM2 5 : 6- [3- (2-v>T'JA/T -3. 
-10- (3 - t Kn*->->? n's+i/ylO -4- (***/*>') -1. 7. 
h >Jx^;l/] -5. 6-->'t Ka- 5 -if-;U- 2H- £5 >- 2 

5 Hifefll 2 4 CteiK U^© <h^^©^ST' 2 2 m g (23%) (D^ie-fb^^rS? 

?x^7MKFAB-MS) :m/z = 610 [M + H] * 
iHNMR (CDjOD, 5) : 0. 95 (3H.nO. 1.05-1.95 (14H.m). 2.06 (lH.m). 
2.30 (1H.id). 2.56 (2H.b). 3.06 (lH.m). 3.55 (lH.m). 3.63-3.81 (4H.m). 4. 
10 31 (1H.O)- 4.94 (lH.m), 5.10 (lH.n). 5.31 (lH.m), 5.44(lH.m). 5.57-5.61 
(4H.m). 5.91-6.06 (4H.m). 6.27 (2H.m). 7.08 (lH.m) 

nmm26 : 6- [3. 6-*fc Kn*->- 10- (3-t Ko + i/i/?a^+ 
-4- (***/*» - 3- (2-h'J7'J^7^-fAi^) - 
15 1. 7. -5, 6-^tKo-5-xf;l/-2H-f7> 

- 2 

f£*fefll2 4tClS*bfe©i:|Hl^©^S-C2 Omg (19%) ©EliEft^r^Si 

(FAB-MS) :m/z = 651 [M + H] 
20 'HNMR (CD 3 OD, 5) : 0. 96 (3H. ■). 1.05-1. 95 (12B. m), 2.18-2.35 (2 
H. n). 2. 57 (2B. ■). 3. 13 (1H. n). 3. 41 (1H. ■). 3. 56 (1H. m). 3. 93 (6B. m). 4. 
28 (lH.m). 4.95 (1H. ■). 5.09 (lH.m). 5.31 (lH.m). 5.44 (lH.m). 5.71-5.77 
(6H.m). 5.99-6.08 (6H.m). 6.25 (2H.m). 7.08 (lH.m) 
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1 . — ( I ) 




(i) 



[5£4u RliI-NHCHR,R 2 , — N (CHR,R 2 ) 2 . — N (CHR,R 2 ) 
CHR3R4. — N* (CHR1R2) 3. — N* (CHR.Rj) 2 CHR,R«Sfcli- 
5 N* (CHR,R 2 ) (CHR3R4) CHR 5 R 6 (CCT'R,. R 2 . R 3 > R^ R 5 

T->^?i-^">Sx fi&T^yUTWl'gx fiSt-T^n^^U*"— — her 

JCcfcOS&^ft^S^L. CHR,R 2 . CHRjR4*tliCHR 5 Rsli 

St^T/U^^S^fiEUT^T^J:!^ /rfc*U> R;Cr<-N (CHR,R 2 ) CHR 
3R4. — N* (CHR.Rj) 2 CHR,R 4 tfcli-N + (CHR,R 2 ) (CHR3R 
4 ) CHR 5 R,^fiS^ CHRiR 2 > C HR3R4 1 C HRsR.li-fctvPft* 
15 «514*t.) 3 

-C* * tl 5 <fc£«3 * *: tt * ©I5I3±f*$ $ *l * ig 0 
2. — *« (ID : 




OR 7 (E) 



31 



WO 97/14704 



PCT/JP96/03008 



[3£cK Rlig-NHCHR,R 2 . — N (CHR,R 2 ) 2 . — N (CHR.Rj) 
CHRaRn — N* (CHR,R 2 ) 3 . -N + (CHR,R 2 ) 2 C HR 3 R 4 £fcli- 
N + (CHR,R 2 ) (CHR3R4) CHRsRa (CCT'R,. R 2 . R 3 > R^ Rs 

Cj; 9Sg|£n*:g£^U CHRiR 2 , CHRsR^fcliCHRsRali 

10 SI^T/l/+^S^fi£bT^-Ct>cfc^o fct'U R*r<-N (CHR,R 2 ) CHR 
3 R 4 . — N* (CHR.R 2 ) 2 CHR 3 R4^rtli-N + (CHR,R 2 ) (CHRjR 
4 ) CHRsRe^ti^ CHR,R 2 . CHR,R 4 i:CHR 5 R,{i^n^til 
/i^S^-To) ; ^UTR7«7->^S^to ] 

3. — «5£ (ID : 



15 [554^ R(iS-NHCHR t R 2 x — N (CHR,R 2 ) 2 . — N (CHR1R2) 
CHR 3 R 4 > — N* (CHR,R 2 ) 3 . -N + (CHR,R 2 ) 2 CHR 3 R 4 £A:li- 
N* (CHR,R 2 ) (CHR 5 R 4 ) CHR S R 8 (CltRu R 2 . R 3 . R 4 . Rs 




R 
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ICtOS&Sft^g^L. *7t. CHR,R 2 . CHR,R4$fcliCHR 5 R«« 
^T^^^S^BfcbT^Ttxk^o fztzb, R&-N (CHR,R 2 ) CHR 
3R4. -N + (CHR,R 2 ) 2 CHR 3 R 4 £ tzlt-N* (CHR,R 2 ) (CHR3R 
4 ) CHR s Re*^ti^> CHR,R 2N CHR,R4i:CHR 5 R6{i-eti^tlM 

A'g. 2 — y ^T'?- U 4— j* *->l"<U 'JM, o'x^-^>/7yl/^— 
4->^^+*^^^«n 5 f-zU's^lJ-y -OUg. 6 — f-^'v?' 

-f ;ug£fc!47-y 9 J -CJUm^TF-To] 

10 t'Ssn5M*fc«*©«« 

4. ±§£-H£s£(I) lz*l*"CR3&<-NHCHRiRa"C*S»* ] 9IlE*<Z>lfc^' 
«9 * tt * ©Ha±SP S $ *l 5 £0 

5. ±15— CI) {r4>c>TR*<-N (CHR.R:) C HR 3 R4T'*-Slf^^ 

15 6. ±12— «5£ CD K*?l*TR*«-N (CHR.R:) zT^^lt^^ 1 IE*© 
^k^«3 * *: (4 ©SBS±fflF§ £ ti Z> i£o 

7. ±15— «5£ (I) ir4J(,^-CR*<-N* (CHR,R 2 ) 3 T'£> *m3c*g 1 f5«© 

8. ±IH— «5£ (I) C4J^TR*<-N* (CHR,R 2 ) 2 CHR 3 R4T'*5fg* 

9. ±IB— KSC (I) C4>^TR*r«-N* (CHR,R 2 ) (C HR3R4) CHR 5 

r 6 -Qh z m&m 1 mmoit&m £ fc i4 * (omm±&-& $ n s 

1 0. &LTOit£%> : 

6- C3. 6-ftKP + 5'-3- i /xf/l') - 1 0 - (3 

25 -hFo + '/v/^n^Wl') -4- (t^/t*-» -1. 7. 

•J j^—jU] -5. KD-5-if^-2H-f7>-2-t> : 

6 - [3 - (2-^if^7Uif;i') -3. 6-fbKB + ->-10 - (3 
-bKo*«>->^o^->*) -4- -1, 7. 9—^^ h ' J 

-5. Ko-5-xf A/-2H-f7>-2-t> ; 
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6- [3. 6-i>t Ka*>-3- (2--^nk>7 ; yxf^) -10- 
(3-bKD + ->y^o^->;l/) -4 - (*xt>;*-» -1, 7, 9--r*7 

h i; jn.jz.yu] -5. 6-xt Ka- 5 -x.^;U- 2 H- t* ^ >- 2 ; 

6- [3, 6-?hKo + ->-10- (3-tKn + ->->;n^^) -3- 
5 (2-fV/nh>7i;xf;i/) -4- -1. 7, 9--r^7 

MJ^-;U] -5. Ko- 5-^^-2 H- t*-7 >-2-*-> ; 

6- C3. Kn*>>-1 0- (3 - k Kn*-> n^*S/;U) -3- 

(2 — ->Wi/x^) -4- (^x^^i/) -1, 7. 9--r*7M; 

Jt—AO -5. Ka-5-i5 L vU-2H-f7>-2-^> ; 

10 6- [3- (2-->^n'<>f;l.7;yx^i/) - 3, 6-^bKD + y-10 

- (3-tKn*->->^n^->;l/) -4 - (-txt^ + y) -1, 7. 9-7^ 
*h'Jxx;P] -5. Kn-5-xf;i/-2H-f7>-2-t> ; 
6- [3- (2-->^n^+v/A/7iyx^) -3. 6 - S J b Kd + ->- 1 0 

- (3 - 1 Kn^i'-V^ p^^i/yl/) -4- (*X*y*->) -1, 7. 9-7= 
15 7} h U jx.— /l/] - 5 , 6-^bKn-5-xf;l/-2H-t'7>-2-t> ; 

6- C3. 6-^bKo*->-10- (3-tKo*->i/^D^*j/^) -3- 
(2-^>^>-3--f^-T 5 yjr.^/U) -4- -1. 7, 

9-^*7 h >; jct^u] -5. 6-v?fc Ko-5-i^U-2H-h*^>-2-^- 

20 6- C3. Ko + iz-l 0- (3-t Kn*->->^o<^+">A/) — 3- 

(2->fMvyDf^7i;xf;l/) -4 - -1. 7. 9 

--rrt h«J;t..=.;l/) - 5, 6-ytKD-5-xf^-2H-t'7>-2-^> 

t 

6- C3- [2- (1. 3-/t Kn^v/-fv7Df/l/7; yxfyi/) ] -3, 
25 Kn + y-10- (3-t Ko^->i/^o^->;i/) -4- 

*■•>) -1. 7. 9-f^h'Jxz;i-] -5, Kn-5-x.^yU-2H 
-f 5 >- 2 : 

6- [3 - (2- : J^9 J -)VT I J -x^/U) -3. 6-^tKo*j/-lO- 
(3-h Ko*>>*o's*>'/U) - 4- -1. 7. 9--r*7 
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MJxi;l/] -5. 6->'t Kn-5 -i^u- 2H- >- 2 > ; 
6- C3. Kn*>-1 0- (3-t Ko + ^->?o^y;l/) -4- 

-3- (2- h 'J^^r^t-^Axf^) - i. 7. 9- 
f*h'Ji-;l/] -5. 6-vtKp-5-xf;l/-2H-f7>-2-^>; 
5 6- [3. 6-ytKD*->-10 - (3-tKn + ->i/?n^->*) -4- 

-3- (2- h 'JT'i/l/Tyt-OAxf^) - 1, 7. 9- 
r^j hVxx/i/] -5, KD-5-xf;l/-2H-f7>-2-*>: 
£ « 5 n <fc S 3 ft * IS*^ 1 IBt&eMt £«3 * (i «€■ ©gISifFS $ ft £ £o 
1 1 . (HI) : 




io COR 4 (iS;<*u Ri. R2. RsfccfcC^R,^^— oT. TkSfcJS?^ T 

15 fcl£^li*ftia±©a&£CJ:9g&£ftfcg£^U. R,<i:R 2 £*:li 
R 3 <hR4«— ^Jw/iorT^^l^>S^fiJcL-r^rt>«i:^o fc*:U R.CO 
R 2 <hR 3 COR4«m^-5o ) ©7"h>ifcli7;l/fh K<biS5cSiie>?F2ETK. 
S7cft<J T ;u *;Wt * ft 9 - 1 ic «fc o T „ 
— (II a ) : 
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o 




(Ila) 



R 



[3;*. Riil-NHCHR.Rz, — N (CHR,R 2 ) zttHt-N (CHR.R 
2 ) CHR3R4 CCtRu R 2 . Rafc^CfR^liilfEtlHibT'fe-So ) b 
; -&UTR7lif>iIS<i:inlDX'*^o ] 

1 2. (IV) : 



-ca$n5-(t^^ -«s;R.coR2*><fca f /^^i4R3COR4 ca*. R.. 

R„ R,*J.ktfR«ttH-**:tt««o-c; 7K*H^> 7***1, 7**-* 
S % 7U-**t>U<tt75****x £*:ti7;u*/ug. t/u^-*S. TU 

T***T>***>«n fl£«T/Mr*7>*S, fiSi7*3*v/A*t:-*5> 

TT**b>S«:Sfi£UT^T^cJ:C^ fc*fU R, C ORitRaC OR 4 tt»tt 

ff 9 C <t{C<fc its 
— da) : 
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Rlig-NHCHR,R 2 . — N (CHR,R 2 ) 2 £tzit-N (CHR,R 

2 ) chrjR* c:tRis r 2 x R 3 is£&R<teffimtmbT'&z 0 ) *^-r« 

] 

-c« $ n s it &m t fz a * © mm±&& £ n z Kit -r s 

1 3. — *£3S; (II) : 




R 



5 [5£iK RltS-NHCHRiRj^ — N (CHR,R 2 ) 2 > -N (CHRiR 2 ) 
CHR,R 4 x -N + (CHR,R 2 ) 3 . — N* (CHR,R 2 ) 2 C HRjR^ A:<i- 
N* (CHR,R 2 ) (CHR3R4) CHR 5 R 6 (CltRis R 2 . R 3 . R4> R 5 

CcfcDK&Sftfcgfc^U CHR,R 2 , CHR 3 R4£fc<2CHR 5 R 8 <* 

5St^TyU^^S^BJcbTC>-Cfe«t^ 0 TtfcTU R#-N (CHR^j) CHR 
15 3R4. — N* (CHR,R 2 ) 2 CHR 3 R«£*:te-Isr (CHR,R 2 ) (C H R 3 R 
4 ) CHR s R,^t«^ CHRtR 2 . CHR 3 R 4 t CHRsReii^n^nS 
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•e^ $ n s it&w l-ottz ao7K#ft?#&£ tz itmm&m o >t *dtk 

(I) : 



10 




1 OH ... 

OP0 3 H 2 ( 1 ) 



1 4. — KljS: (la): 




(la ) 



[5£tp. RliS-NHCHRiR^ -N (CHR.Rj) 2 £*:tt-N (CHR,R 
2 ) CHR3R4 C.CfRu R 2 . R s fcckO r R4{±I^— ZtH-trnte-iX. tK*H 

93^*1^1 ^fcli-eti^OiBftSlCctoaSl^ti^S^L. CHR 
,R l *^liCHRsR4«atftTyu^r>'US^B5£LTC>T%«k^o *:*:U R*<- 
N (CHR.Ri) CHRjR**^-*^ CHR, R 2 tCHR 3 R 4 {tmt£Zm* 

■Q&ZtlZit&mZ. -Ift^RiRzCHX, R 3 R4CHX*> e kO f /*^liR s R» 
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CHX Ru R 2 . R 3 s R^ R$fcJ:C;R,l^-i/:lii^ot, R,. 

R 2% R3fc£tfR4l*1iiIiB£:|nlDT'&9> RsfccfctfRete. tK^IS^s TA+A* 

*fctt*ft«±©«»*icj:9Mi$nfcs*3FU cHR 5 R,iis«7 

**/U**»fltlyTt*TfcJ:lV, fc^fL. RtR 2 CHX. R3R4C HX £R 5 R 8 
10 t7; /g©2jc1£B&5lC£fr9 lil^ot, — ( I b) : 




(lb) 



[5$^ RliS-N + (CHR,R,) 3 . -N* (CHR.Rj) 2 CHR 3 R«£5tl* 
— N* (CHR,R 2 ) (CHR3R4) CHRsRe CltRu R 2 . Rs. R^ 

■ca $ ti z it^m £ tz <* * cd mm±&& $ ti z> m turn, t z ism* 

1 5. (n a) : 




(Ila) 



R 

15 R«S-NHCHR!R 2> — N (CHR,R 2 ) 2 £*:li-N (CHRjR 

2 ) CHR 3 R 4 C:tRu R 2 . RziSJitfR^tm-ttzUm^^X, 



39 



WO 97/14704 



PCT/JP96/03008 



fi&7;U3*>'7t7/U**-=->l'g. -hal, •>7/gfc=J:Cmf£8*grt>£ni:<5i* e k 

osJin/ri^^^-eti^^a^^cfcoa^^n^s^L. chr 

l Rz^fc{iCHR 3 R4{i^7;U+ J 'US^fi5cbT^Tfe e k^o R#- 
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